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(57) Abstract 

Compound of formula (I) or a pharmaceutically acceptable salt or solvate thereof are disclosed. Formula (i) wherein R 2 , R 3 , R 4 
and R 5 are independently H, halogen, -OH, -Ci_3alkyl, -Ci_3alkoxy, -SCi_2alkyl, or -CF3, with the proviso that at least 2 of R 2 , R 3 , R 4 
and R 5 are H; R 6 is H or -CH 3 ; R 1 is -S(0) n R 7 where n is 1 or 2, -S(0)2NHR 8 , -C(0)R 9 , -NR 14 R 15 , -C(R 17 )-NOR 1 6, (a) or a 5,6, or 
7 membered heteroalkyl or heteroaryl group optionally substituted. Such compounds are useful in the treatment of Alpha- 1 A mediated 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
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IV 
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VI 
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VII 




VIII 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of Invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial app 
citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/E POO/03848 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articie 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70.17).): 
Description, pages: 

1 -63 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



Claims, No.: _ 



1-29 



as originally filed 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



111. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
EI claims Nos. 15-17. 



because: 



K the said international application, or the said claims Nos. 15-17 relate to the following subject matter which 
does not require an international preliminary examination (specify): 
see separate sheet 



□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-29 

No: Claims 

Inventive step (IS) Yes: Claims 1-29 

No: Claims 

Industrial applicability (I A) Yes: Claims 1-14,1 8-29 
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2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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AD SECTION III: 

1 . For the assessment of the present claims 1 5-1 7 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 
Claims 15-17 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

AD SECTION V: 

1 . The following documents cited in the International Search Report were 
considered; 

D1 : WALFRED S. SAARI ET AL.: 'alpha-Adrenergic activities of some substituted 
2-(aminoethyl)imidazolines' JOURNAL OF MEDICINAL CHEMISTRY., vol. 
26, no. 12, - 1983 pages 1769-1772, cited in the application 

D2: US 3 754 002 A (RICHARD E. BROWN), cited in the application 

D3: US 4 506 074 A (MERCK & CO., INC.) 

D4: EP 0 887 346 A (F. HOFFMANN-LA ROCHE AG), cited in the application. 

2. Having regard to this prior art the subject-matter claimed appears to be novel, the 
compounds disclosed in D1 differ from the present compounds on account of the 
meaning for X, the compounds disclosed in D2 differ on account of the COOR- 
group, the compounds of D3 are pyridyl derivatives and the compounds disclosed 
in D4 differ in the meanings for A and Y. 

Thus the subject-matter according to claims 1 -29 appears to meet the 
requirements of Article 33(2) PCT. 

3. Closest prior art comprises the compounds disclosed in D1 to D4. D1 describes 
the profiles of monoaryl derivatives, these being either alpha-1/alpha-2-agonists 
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or mixed alpha-1-agonists/alpha-2-antagonists, D2 discloses compounds which 
stimulate the alpha-adrenergic nervous system of mammals and can therefore be 
used to increase blood pressure, the compounds of D3 possess alpha-2- 
antagonistic/alpha-1 -agonistic properties being useful as antidepressants and 
nasal decongestants and D4 disloses compound having alpha-1 A-agonistic 
activities, which possess similar activities as the present compounds. 
The problem to be solved was to provide certain compounds which are alpha-1 A 
agonists, which can be used in the treatment of urinary incontinence, nasal 
congestion, priapism, depression, anxiety, dementia, senility, Alzheimer's, 
deficiencies in attentiveness and cognition and eating disorders. 
Having regard to the prior art mentioned above it is considered that this problem 
has been solved by the compounds of the present application in an inventive 
manner, since the skilled person could not have expected that the present phenyl- 
aminoalkyl-2-imidazoline derivatives would show this activity as demonstrated by 
the Applicant on pages 62/63 of the description. 
Thus the subject-matter according to claims 1-29 appears to meet the 
requirements of Article 33(3) PCT. 

4. No objections with regard to Article 33(4) PCT arise for claims 1-14 and 18-29, 
however see Section III above. 

AD SECTION VII: 

1 . The units "psi" employed on page 10, 17, 18 and 38 are not additionally ex- 
pressed in terms of the units stipulated by Rule 10.1 (a) PCT. 
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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of 5 sheets. 

(X) It is also accompanied by a copy of each prior art document cited in this report. 

1 . Basis of the report ~ — — - 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

l~l tne international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence fisting : 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listina has been 
furnished y 

Certain claims were found unsearchable (See Box I). 
Unity of Invention Is lacking (see Box II). 



2. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



With regard to the title, 

I I the text is approved as submitted by the applicant. 

PH the text has been established by this Authority to read as follows: 

IMIDAZOLINE DERIVATIVES AS ALPHA-1A ADRENOCEPTOR LIGANDS 



6. 



With regard to the abstract, 

| | the text is approved as submitted by the applicant. 

m the text has been established, according to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority 

The figure of the drawings to be published with the abstract is Figure No. 

□ as suggested by the applicant. Q None of the figures. 

I | because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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Box III TEXT OF THE ABSTRACT (Continuation of item 5 of the first sheet) 



Compound of formula (I) or a pharmaceutical^ acceptable salt or solvate 
thereof are disclosed. 



wherein R 2 , R 3 , R 4 , and R 5 are independently H, halogen, -OH, -Ci. 3 alkyl, -C,. 
3 alkoxy, -SCi- 2 alkyI, or -CF 3 , with the proviso that at least 2 of R 2 , R 3 , R 4 , and R s are 
H; 

R 6 is H or -CH 3 ; 

R 1 is -S(0) n R 7 where n is 1 or 2, -S(0) 2 NHR 8 , -C(0)R 9 , -NR I4 R 15 , -C(R ,7 )=NOR' 6 , 



or a 5, 6, or 7 membered heteroalkyl or heteroaryl group optionally substituted 

Such compounds are useful in the treatment of Alpha-IA 
mediated diseases or conditions such as urinary incontinence. 
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